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The RCE request received 8/3/09 and the amendments received 8/7/09 and IDS 
received 5/11/09 have been entered. Claims 37-54, 56-59, 61-65 are considered here. 
Please update the continuing information in the preamble of the specification. 

Although not claimed, it appears the point of novelty of the invention as described 
in the specification resides in the polyethylene glycol coating to repel protein on the 
probe surface. See paragraph 58 in the present specification. Further, some of the 
dependent claims are directed to a specific buffer as discussed in paragraph 28 of the 
present specification. All the rest of the claimed features are well known in Maldi 
technology and are not considered here further. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 37, 3954, 57, 59, 62, 63-65 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Nelson. 

Nelson (Mass Spec Rev) entitled "The Use of Bioreactive Proves in Protein 
Characterization" teaches in the abstract standard Maldi analysis. On page 356 Fig. 1 
describes a standard Maldi probe where enzymes may be attached to the activated 
surface which is coated in gold. On page 357 column 1 last paragraph bridging to 
column 2, standard Maldi digests are discussed. On page 371 column 1 last paragraph 
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bridging to column 2 enzyme specificity determinations are described where inhibitors 
are screened. 

All the features of the claims are taught by Nelson for the same function as 
claimed. 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 37-54, 56-59, 61-65 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over the combination of Wagner in view of Kolster. 
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Wagner (WO 00/04382) entitled "Arrays of Proteins and Methods of Use Thereof 
teaches on page 12, on the probe there is an organic thin film of polyethylene glycol 
which reduces the non-specific binding of molecules to the surface. Exposed 
functionalities serve to tether the thin film to the surface of the substrate or the coating. 
Other functions of the coating are discussed. On page 32 last paragraph affinity tags 
with a given functionality on the organic thin film are discussed. 

The invention differs from Wagner in that the buffer selected is ammonium 
carbonate. 

Kolster (6,258,538) entitled "DNA Diagnostics Based on Mass Spectrometry" 
teaches conventional Maldi in a number of standard applications. In column 19 line 52 
ammonium carbonate buffer is shown on a mass spec platform. 

It would have been obvious to one of ordinary skill in this art at the time of the 
invention to perform standard Maldi analysis as shown by each of the above references 
with a volatile buffer such as ammonium carbonate as shown by Kolster because no 
buffer residue would be left on the probe when dried. Employing a known buffer for its 
known function with the expected results would have been obvious. 
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Applicant's arguments filed 8/3/09 have been fully considered but they are not 
persuasive. 

Applicants response argues that the invention is directed to a label free detection 
system to interrogate enzymatic reactions. Wagner is directed to antibody binding and 
not to enzyme mediated catalysis. Kolster does not teach determining activity of an 
enzyme with mass spec. 

It is the examiner's position that Wagner teaches on page 1 2 the function of the 
thin film is to enable certain detection techniques to be used with the surface and 
prevent inactivation of protein immobilized on the surface. On page 17 last paragraph 
the proteins immobilized on the surface include enzymes, examples are kinases, 
phosphatases, hydrolases. On page 46 non-label detection methods are generally 
preferred. On page 48 enzyme substrate interactions are studied and the interaction 
may involve catalysis. Kolster teaches conventional MALDI which includes the steps of 
(i) - (vi) as seen in present claim 37 which are all conventional MALDI steps but not the 
protein repellent compound layer. The present claims are not directed to a label free 
detection system. 
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Claims 37-54, 56-59, 61-65 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for polyethylene glycol bound with a 
poly amino acid, does not reasonably provide enablement for a layer resistant to non- 
specific protein binding comprising protein repellent molecules. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention commensurate in scope with these 
claims. 

In claim 37 the terms "a layer resistant to non-specific protein binding comprising 
protein repellent molecules" lack enablement as it would require one of ordinary skill in 
this art undue experimentation to determine which such layer would work in the instant 
invention. 

On page 12 of the present specification first paragraph, the protein repellant 
molecules are described in connection with binding moieties as related to the enzyme 
being tested. This is an essential feature of the claimed invention. 

The number of required characteristics of the claimed layer is considerable 
beyond repelling proteins and one of skill in this art would not know what compounds 
would meet such characteristics. 
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The entire scope of the claims has not been enabled because: 

1 . Quantity of experimentation necessary would be undue because of the large 
proportion of inoperative compounds claimed. 

2. Amount of direction or guidance presented is insufficient to predict which substances 
encompassed by the claims would work. 

3. Presence of working examples are only for specific substances and extension to 
other compounds has not been specifically taught or suggested. 

4. The nature of the invention is complex and unpredictable. 

5. State of the prior art indicates that most related substances are not effective for the 
claimed functions. 

6. Level of predictability of the art is very unpredictable. 

7. Breadth of the claims encompasses an innumerable number of compounds. 

8. The level of one of ordinary skill in this art is variable. 

In re Wands, 858 F.2d 731, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

Applicant's arguments filed 8/3/09 have been fully considered but they are not 
persuasive. 

Applicants response argues that the coating is described in paragraph 60 of the 
specification. 
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It is the examiner's position that the description provided in the specification for 
the coating, which is the singular point of novelty of the claimed invention, is only 
broadly described and insufficient for one of skill in this art to make and use the 
invention. For example, polyethylene glycol with a functional group that may be 
attached via a linker encompasses a plethora of different compounds, most of which will 
not work in the claimed invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 37-54, 56-59, 61-65 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. Each of the following applies in all 
occurrences. 

There are a number of instances of lack of antecedent basis in the claims, see 
claim 37 line 1 , "the activity", last line, "the probe surface". In claim 37(ii) no function is 
seen in the claim for the test compound which is confusing. In claim 37 "protein 
repellent molecules" does not sufficiently define what substances are desired in the 
layer to know the metes and bounds of the claim. For example, the terms may include 
water or air or glass. In claim 38 "self-assembled monolayers molecules" is not 
understood in context and reads on water vapor. In claim 39 and all occurrences "such 
as" is improper. In claim 40 "one or more kinases" lacks antecedent basis. In claim 61 
"an-ammonium" may be a typo. In claim 65 line 4 "or non-protein kinase or an 
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oxidoreductase" is not understood and is in improper Markush format. Further, the 
group is of enzymes and a G-protein coupled receptor, an ATP dependent chaperone 
are not enzymes. 

The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ralph Gitomer whose telephone number is (571) 272- 
0916. The examiner can normally be reached on Monday - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on (571 ) 272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Ralph Gitomer/ 

Primary Examiner, Art Unit 1657 
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